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DETAILED ACTION 
Amendment Entry 

1. The amendment filed March 6, 2006 has been entered. Claims 1, 8-9, 15, 17-18 and 25 
have been amended. Claims 2-7,10-14, 20-22, 24, 26-43 have been withdrawn from 
consideration. Claims 1, 8-9, 15-19, 23 and 25 are under consideration in this office action. 

Withdrawal of Objections 

2. The objection of claims 15-18 and 25 has been withdrawn in view of applicants 
amendments and arguments. 

Response to Arguments 

3. Applicants arguments filed March 3, 2006 have been fully considered but they are not 
persuasive. The text of those sections of Title 35, U.S. Code not included in this action can be 
found in a prior Office action. 

Claim Rejections - 35 USC § 112 

4. The written description rejection of claims 1, 8-9, 15-19, 23 and 25 under 35 U.S.C. 1 12, 

first paragraph, is maintained for reasons already of record. The rejection was on the grounds j 
that the instant specification and claims are encompassing currently unidentified portions of the 
sequences substantially corresponding to nucleotides 851 to 868, 870 to 896 or 898 to 917 or the 
complements thereof. 



Application/Control Number: 1 0/661 ,094 Page 3 

Art Unit: 1645 
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Applicants' assert that because the specification clearly identifies nucleotides 851 to 868 
(SEQ ID NO:2), 870 to 896 (SEQ ID NO:3) or 898 to 917 (SEQ ID NO:4) or the complements 
thereof, the specification meets the requirements of written description. However it is the 
examiner's position that the portions refers to subsequences within SEQ ID NO:2,3 and 4 and 
not to those entire sequences. Thus there is evidence of record of portions of the claimed 
nucleotides. The scope of the claims includes numerous structural variants and the genus is 
highly variant because a significant number of structural differences between the genus members 
are permitted. The specification fails to provide guidance on the structure of the portions 
thereof. The written description in this case only sets forth specific nucleotide sequences in SEQ 
ID NO:2-4, therefore the written description is not commensurate in scope with the claims drawn 
to portions of SEQ ID NO:2-4. Applicants have not pointed to how to define the portions. j 
Neither has applicants pointed to any guidance as to what the portions are; or what portions can 
or cannot be used in the method of detection being claimed. Furthermore, applicants have not 
disclosed a sequence that substantially corresponds to nucleotides 851 to 868, 870 to 896 or 989 
to 917. There is no teaching whether these substantially corresponding sequences includes 
deletions, additions or substitutions. There is no description of how much correspondence there 
must be. The specification does not include structural examples of portions thereof. If the genus 
has a substantial variance, the disclosure must describe a sufficient variety of species to reflect 
the variation within that genus. See MPEP 2163. Although the MPEP does not define what 
constitute a sufficient number of representative, the Courts have indicated what do not constitute 
a representative number species to adequately describe a broad generic. In Gostelli, the Court 
determined that the disclosure of two chemical compounds within a subgenus did not describe 

i 

that subgenus. In re Gostelli, 872 F.2d at 1012, 10 USPQ2d at 1618. Here there are no 
representative examples of portions of SEQ ID NO:2-4. Therefore applicants assertions are not 
persuasive. 
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Therefore, with the exception of specifically named nucleotide sequences, the skilled 
artisan cannot envision the detailed structure of the portions thereof, thus conception is not 

i 

achieved until reduction to practice has occurred, regardless of the complexity or simplicity of 
the method of isolation. Therefore the full breadth of the claims fails to meet the written 
description provision of 35 USC 1 12, first paragraph and the rejection is maintained. 

5. The rejection of claims 1, 8-9, 15-19, 23 and 25 under 35 U.S.C. 1 12, second paragraph, 
is maintained for reasons of record. 

a) The rejection was on the grounds that the preamble of the claims is drawn to a method 
to detect vanA in a sample, however the recited steps within the method comprise a contact step 
and detecting or determining the presence or amount of hybrid formation. Applicants assert that 
because the claims are drawn to detection of hybrids between amplified vanA and the vanA probe 
the method is clear. However it is the examiner's position that the claims still lack a correlation 
step. The claims should positively recite a correlation between detecting or determining the 
hybrid formation detecting or determining the presence or amount of vanA in the sample. 
Therefore, the goal of the preamble is not commensurate with the steps of the method that are 
drawn to a method to detect vanA in a sample and the rejection is maintained. 

b) Although the claims have been amended to give SEQ ID NO's to nucleotides 870 to 
896, nucleotides 851 to 868, and nucleotides 898 to 917, the claims fail to recite the reference 
sequence upon which the nucleotide regions are based g : It is not clear where or what 
reference sequence these regions and numbering refer to. Therefore, the rejection is maintained. 

c) The phrase "the sequences substantially corresponding to nucleotides. ..." in the claim 

i 

is a relative term which renders the claim indefinite. The phrase is not defined by the claim, the 
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specification does not provide a standard for ascertaining the requisite degree, and one of 
ordinary skill in the art would not be reasonably apprised of the scope of the invention. There 
are no requisite requirements regarding the how to determine whether a sequence substantially 
corresponds. It is unclear how much correspondence there must be. Therefore the metes and 
bounds of the phrase cannot be ascertained. Thus, clarification is required to overcome the 
rejection. 

Claim Rejections - 35 USC § 102 
6. The rejection of claims 1, 8-9, 15-18, 23 and 25 under 35 U.S.C. 102(b) as being 
anticipated by Petrich et al., (Mol. and Cellular Probes, 1999, Vol. 13:275-281) is maintained for 
reasons of record. 

The rejection was on the grounds that Petrich et al., teach a method to detect vanA in a 
sample, comprising: a) contacting a sample suspected of comprising amplified vanA nucleic acid 
with at least one vanA -specific oligonucleotide probe under high stringency hybridization 

i 

conditions effective to form a hybrid between the vanA -specific oligonucleotide probe and vanA 
nucleic acid in the sample, wherein the vanA -specific oligonucleotide probe comprises sequence 
which include sequences substantially corresponding to nucleotides 870 to 896 of the vanA gene, 
the complement thereof, or a portion of the sequences substantially corresponding to nucleotides 
870 to 896 or the complement thereof, sequences substantially corresponding to nucleotides 851 
to 868 of the vanA gene, the complement thereof, or a portion of the sequences substantially 
corresponding to nucleotides 851 to 868 or the complement thereof, or sequences substantially 
corresponding to nucleotides 898 to 917 of the vanA gene, the complement thereof, or a portion 

i 



I 
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of the sequences substantially corresponding to nucleotides 898 to 917 or the complement 
thereof; and b) detecting or determining the presence or amount of hybrid formation. The 
dependant claims are drawn to a physiological peri-rectal samples, probes which are not specific 
for vtfw/i-specific probe and are vanB specific probe. 

Applicants' assert that Petrich et al., do not teach the detection of hybrids between the 
amplified vanA nucleic acid from the sample and the vanA-specific probe. However it is the 
examiner's position that the claims do not require direct hybridization specifically to nucleotides 1 
of SEQ ID NO:2-4, rather the claims require hybridization to a sequence which comprises any 
one of the recited nucleotides or any portion of the recited regions. The claims are drawn to a 
portion of sequences substantially corresponding to nucleotides 851 to 868, 870-896, or 898 to 
917 of the vanA gene, which Petrich et al., teach. 

Applicants' urge that the claims require high stringency. However u:e it is well known in 
the art that high stringency refers to the strength of the bonds between the bases and does not 
equate to a level of sequence identity between the strands. Therefore applicants' arguments are 
not persuasive and the rejection is maintained since, Petrich et al., teach a method to detect vanA 
in a sample just as required by the claims. 

i 

7. The rejection of claims 1, 8-9, 15-19, 23 and 25 under 35 U.S.C. 102(b) as being 

is ^(UoK\^^o( 

anticipated by Modrusan (US Patent 6,274,316) for reasons already of record. 

The rejection was on the grounds that Modrusan teaches a method to detect vanA in a 
sample, comprising: a) contacting a sample suspected of comprising amplified vanA nucleic acid 
with at least one vanA -specific oligonucleotide probe under high stringency hybridization 
conditions effective to form a hybrid between the van^l-specific oligonucleotide probe and vanA 
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nucleic acid in the sample, wherein the vaw/l-specific oligonucleotide probe comprises an 
instantly recited sequence and b) detecting or determining the presence or amount of hybrid 
formation. The dependant claims are drawn to a physiological peri-rectal samples, probes which 
are not specific for vaw^l-specific probe and are vanB specific probe. 

Applicants' urge that Modrusan does not teach the detection of hybrids between the 
amplified vanA nucleic acid from the simple and the vanA-specific probe. However it is the 
examiner's position that the claims do not require direct hybridization specifically to the 
nucleotides of SEQ ID NO:2-4, but rather the claims require hybridization to a sequence which 

i 

comprises any one of the recited nucleotides or any portion of the recited regions. The claims 
are drawn to a portion of sequences substantially corresponding to nucleotides SEQ ID NO:2-4 
of the vanA gene, which Modrusna teaches. 

Again applicants' urge that the claims require high stringency. However high stringency 
refers to the strength of the bonds between the bases and does not equate to a level of sequence 
identity between the strands. Therefore applicants' arguments are not persuasive and the 
rejection is maintained since, Modrusan teaches a method to detect vanA in a sample just as 
required by the claims. 

New Grounds of Rejection 
Claim Rejections - 35 USC §102 j 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 
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8. Claims 1, 8-9, 15, and 25 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Arthur et al, (US Patent 5,871,910). 

The claims are drawn to a method to detect vanA in a sample, comprising: a) contacting a 
sample suspected of comprising amplified vanA nucleic acid with at least one vanA -specific 
oligonucleotide probe under high stringency hybridization conditions effective to form a hybrid 
between the v^n^-specific oligonucleotide probe and vanA nucleic acid in the sample, wherein 
the vflrt^4-specific oligonucleotide probe comprises sequence which include sequences 
substantially corresponding to nucleotides 870 to 896 (SEQ ID NO:3) of the vanA gene, the 
complement thereof, or a portion of the sequences substantially corresponding to nucleotides 870 
to 896 or the complement thereof, sequences substantially corresponding to nucleotides 851 to j 
868 (SEQ ID NO:2) of the vanA gene, the complement thereof, or a portion of the sequences 
substantially corresponding to nucleotides 851 to 868 or the complement thereof, or sequences 
substantially corresponding to nucleotides 898 to 917 (SEQ ID NO:4) of the vanA gene, the 
complement thereof, or a portion of the sequences substantially corresponding to nucleotides 898 
to 917 or the complement thereof; and b) detecting or determining the presence or amount of 
hybrid formation. The dependant claims are drawn to a physiological samples, and specific 
probes. 

Arthur et al, teach probes for the detection of nucleotide sequences implicated on the 
expression of resistance to glycopeptides, in particular in gram-positive bacteria. 

Arthur et al, teach nucleotide probes used for the detection of resistance to glycopeptides by i 
means of polymerase chain reaction (PCR) (col. 2, lines 23-26). In particular, glycopeptides such 
as VanA which exhibit a certain homology with D-alanine-D-alanine ligases and is nonetheless 
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functionally distinct from the ligases (col. 2, lines 10-15). Arthur et al., teach cases where 
sequences hybridize with the sequence of the vanA gene under high stringency conditions (col. 3, 

i 

lines 15-28). Nucleotide sequences corresponding to SEQ ED NO: 15- 17 or any part of the 

sequences, or any sequence or part that is complementary and capable of constituting a 

hybridization probe for the detection of resistance as disclosed (col. 5, lines 32-44). SEQ ID 

NO: 15 and 16 comprise instantly claimed nucleotides 851-868. SEQ ID NO: 17 codes for the 3 

resistance proteins including vanA (col. 5, lines 50-51). SEQ ID NO: 17 comprises instantly 

claimed nucleotides 851-868 and 870-896. Arthur et al, also teach using SEQ ID NO :3 or a 

sequence hybridizing with it within the hybridization method (col. 2, lines 60-65). SEQ ID NO:3 

comprises instantly claimed nucleotides 870-896 and 898-917. The inventors teach labeled 

nucleotide probes capable of hybridization, just as required by the claims (col. 7, lines50-55). 

The method teaches placing a biological sample likely to contain the resistant strains in contact j 

with a primer constituted by a nucleotide sequence described above or any part of a sequence 

described above, capable of hybridizing with a desired nucleotide sequence and detecting the 

product of amplification of the nucleotide sequences (col. 10, lines 37-56). 

Thus Arthur et al., teach a method to detect vanA in a sample comprising the contacting 
and detection steps, just as required by the claims. 

9. Claims 1, 8-9, 15, 17-19, 23 and 25 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Bergeron et al., (US Patent 5,994,066). 

The claims are drawn to a method to detect vanA in a sample, comprising: a) contacting a 
sample suspected of comprising amplified vanA nucleic acid with at least one vanA -specific j 
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oligonucleotide probe under high stringency hybridization conditions effective to form a hybrid 
between the va/z/i-specific oligonucleotide probe and vanA nucleic acid in the sample, wherein 
the vaw/l-specific oligonucleotide probe comprises sequence which include sequences 
substantially corresponding to nucleotides 870 to 896 (SEQ ID NO:3) of the vanA gene, the 

i 

complement thereof, or a portion of the sequences substantially corresponding to nucleotides 870 
to 896 or the complement thereof, sequences substantially corresponding to nucleotides 851 to 
868 (SEQ ED NO:2) of the vanA gene, the complement thereof, or a portion of the sequences 
substantially corresponding to nucleotides 851 to 868 or the complement thereof, or sequences 
substantially corresponding to nucleotides 898 to 917 (SEQ ID NO:4) of the vanA gene, the 
complement thereof, or a portion of the sequences substantially corresponding to nucleotides 898 
to 917 or the complement thereof; and b) detecting or determining the presence or amount of 
hybrid formation. The dependant claims are drawn to a physiological samples, and specific 
probes. 

Bergeron et al., teach species specific and universal DNA probes and amplification 

I 

primers to rapidly detect and identify common bacterial pathogens and associated antibiotic 
resistance genes from clinical specimens for routine diagnosis in microbiology labs. Bergeron et 
al., teach a method using probes and amplification primers for determining the presence and/or 
amount of nucleic acids (col. 3, lines 62-65). The selected genes include vanA, vanB and other 
bacterial antibiotic resistance genes from other bacterial species in any sample suspected of 
containing said nucleic acids wherein each of the nucleic acids or a variant or part thereof 
comprises a selected target region hybridizable with said probes or primers (col. 4, lines 7-18). 
The method comprises the steps of contacting the sample with the probes or primers and 

i 
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detecting the presence and/or amount of hybridized probes or amplification products as an 
indication of the presence and/or amount of said any bacterial species, specific bacterial species 
and bacterial antibiotic resistance gene (col. 4, lines 19-24). Thereby teaching the detection of 
both vanA specific oligonucleotide probes and non-vanA probes, just as required by the claims. 
The method of detection may include fluorescence based detection, just as required by the claims 
(col. 12, lines 57-61). Example 7 teaches detection directly from clinical samples, just as 
required by the claims. Example 8 teaches PCR amplification, just as required by the claims. 
Example 1 1 teaches detection of antibiotic resistance genes. Example 12 teach multiplex PCR 
which uses several pairs of primers in a single PCR reaction. Example 13 teach the detection of 
labeled amplification products. SEQ ED NO: 170 comprises instantly claimed nucleotides 851- 
868, 870-896 and 898 to 917. See also claim 53 which is drawn to a method using probes and 
amplification primers for determining the presence and/or amount of nucleic acids wherein 
hybridization with anyone of the nucleotide sequence defined in SEQ ID NO: 170 and a sequence 
complementary under conditions such that the nucleic acid of the probe selectively hybridizes 
with said bacterial DNA and detecting the presence of the hybridization complex as an indication 
of the bacterial resistance to vancomycin mediated by the bacterial antibiotic resistance gene. 

i 

Thus Bergeron et al., teach a method to detect vanA in a sample, just as required by the 

claims. 
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Conclusion 

10. No claims allowed. 

1 1 . Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after ' 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 

12. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Ja-Na Hines whose telephone number is 571-272-0859. The 
examiner can normally be reached on Monday-Thursday and alternate Fridays. 

i 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Lynette Smith can be reached on 571-272-0864. The fax phone number for the 
organization where this application or proceeding is assigned is 703-872-9306. 
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Information regarding the status of an application may be obtained from the Patent Application j 
Information Retrieval (PAIR) system. Status information for published applications may be 
obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

Ja-Na Hines d^ 3 ^^ 
May 1, 2006 

i 
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